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10 ffia> mm.^ mm.^ fpw^^^itiko -Km^vcr^, ^^^x^^^ 
15 nm.MMmnt:, 2003 ^m'^mmm.n^^-^W:^^^—wt^m^^^^vcs, » 

^mxmTt^oaaii, 20-30%i^jlJL6<iA^i±5-io^){^5^M^^fF®ife;, MfF 

W 4^ 
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10 mmm^mj^m^^no 

^m^mw^^mwmmj^^ ^^^r>mmm^, yf:M:\\^mmro nmitumf^ 

15 ^W^^t^¥^o 

mm^m 6090822 T>I# N-^^f^etj 2(iH)nH:i!£i5sK N-lsi>f^6<j 3(iH)Ptt:Bg|i 

20 WOOO/44381 T)[^ N-^>f-^6«I 2(lH)PH:B^il^ N-i^l'f^fitj 3(lH)ntfcB^i@ffii^ 

EP 1138329 ^^5TT>i^ 5-wm-i-^m-2-(m)-u\t^mm'f-'i[^n'mnm^ o 

Pirfenidone(PF):t-^Jt:ffi 80 ^'f-ii^:^0j 6^J/J^^T'^t^tl, -^M^nM^mm 

30 Sjtb, ^fc^m^milJpaW^fflJfy^^^^'I'HiWfftt.^tl^Pl^tl. 
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^:2|s::^Hj6^m-:^M, m^j-^mm^^^, '^^^m^±-mm^^mw 

am, ^i^fitii^i^^^i^'^^i&.&M 0.01-99%, ^^m, 0.1-90%, m# 
ife i-8o%6<j^ I it^mm^^^±'^m^m^o 

^^-i)t7km^, mm^mm.^^^M^>^m> jk^> ^m. aMo 

it^^^^ Ulit^^m^m^^i^^t^ 0. 8-1.2:0. 8-1. 2):^ 160-200 'CT^iS. 
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(H) 





^fi<J-0CH3^ -SCH3> -OC2H5 ^-SCgHg, XJiCl^ Br Ml-, 




+ BBra 




^4^. Ri^R3^n±^^, R2^-0HSK-SHo 

15 ^ I >Hi^tl^«l?#^±Rr^^6<JS:o 



s 1 F351 wfy^^^MS&fi^iJt^^a^flByit;^- 

ffl 2 F351 ^qj^Om^^t^ia^:^/ fi^^S 'I^ii^ Pirfenidone, J^^HJ F351 
20 M^«I^!lJi5^I^^^. 
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ffl 3 JtIE#::^i,fFMiHfi^MassonHm^'fe, 2.5X10o 

m 4jtDMN5^SM4MI^KlMassonHS^fe,2. 5X12. 5o tB Jfc-if ^JpI^M^Jl 
fR, mM^i^it; S 5^DMN+F351 ^^m4iil6<jMassonHX^fe,2. 5X16o 4" 

5 S 6^DMN;^M^fi8 jlfi<jHE^^,2.5X20o ^^WWuMm^^ks. ^^M.n 

® 7 JtDMN+F351 J^^M 8 J^fitl HE ^fe, 2. 5X 16o 4':^#E^H*f ^ 

S 8 CCl4^MM 4 Masson ^"fe, 2. 5X 10» 
10 S 9 CCI4+F35I ?^?f ^fi 4 ^6<J Masson ^"fe, 2. 5 X 10c 

S 10 F351 4 Ji;5JfiL»4' M tCmiC^2^^@S(ALT) 6^7jc¥» 

2|s::EBJ Am7l>(^^% Pirfenidone:^ 1*1 6<J^I«IB^*^f!j2fe^>SjS£ 

20 W^tlJ^ 1 6<]tt.^i^^^l5^±Wg?^6<ia» ^'f^Sffl^X$n±0fife. 



_=^e|^^,j^^e<I^^tf* 5-^^-l-(4-^S^S)-2-(lH)-n«:B^ll, ^'f^^ 
t/^|J>^ F351o 
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H3C, 




OH 



fFl^^ mm. wm. s^m. ^mmKiRmmi\:.uRmmm o i^m^^ 

^^^m^m^)^tsiy^^mmj^m^'. ta^m. ^m. mm. mm. 
^mmj^j^m^, m^^^mwmz^m^ ^m. r-m. m^m. ^mmm^^mo 

10-50%lt). ^ife^iJC-^^^ 2O-5O%Z.0), WL^Vmii^i^'^'. $fc»^!J> U^. 

^mn^m, m.^^j.^-m^^^^w.^^n-mi^^(Mmmiifm'¥^^^ 0. 05-5% 
25 mn-mmmmm^mo mn, a^^i^wj^j pr-^w^^«^fi<j^ 0. 01-99%, 

0. l%-90%(S»)6<J?Stt^^o* 
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5 lOOmg/kg, 2-80mg/kgo Mm^f-p^Mtl^MMm^, "^^^M^M^^ 

^^±ni^^mw,i^^wn^m^ 0. 25-5oomg mm^it^^o^^TM^itMMif^ 
10 mm^ mm=:-m> WL^nmm^ Mmm^m±, mm^mw^^^'. 

it^^C> BHT^BHAo 



_7_. 
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M.'B^m'^M^i^, -^J^ Sambrook^A, ^^^B-. ^5^^¥M(New York: Cold 
Spring Harbor Laboratory Press, 1989)4'^32&6^^#. sK^M^Uitr^Bf jft^fitj^ 
5 #o 

mmm u F351 m^^m'M^ 

^-^NH, I Ah — K^^o 

10 1. 2-M^-¥^bH:^ (30g,0.278mol)^^ 800ml 61] 6. 3%6^^M4'« 

2.m^m^(3&8, 0. 522mol)^^ lOOml fitj7X4' . ^B^^^tT^iJaSG^^^'t' . 

6. ffiZ.i|--tC¥^(10/l)S^^, #?lJ^^^'fe0#27.3g(O.25mol), ^^^^ 

20 mik^^^, j^m^s9%o 




1. X?j-^^¥ll(115ml). 5-¥«BltB^i^(26g),367X^^#(36.4g)S]|^*& 
25 (520mg):& 180'Cif# 18^/hW, ^jSI^M^Mo 

2. M-^ti^^^±iiii, ^;5ffi-t[;¥:^#^5fe, mmi^mmo 
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3. ^f^mmu&M^, mmmmmm^^M, 

58%o 

3: -2- (iH) -m.mm 



2. Mq 400mi Ziii, m^z^M^^Uitm^^^^> ^MWl^, nMMin^ 

iHNMR(CDCl3, ppm): 2. 16(s, 3H) ; 6.58(d, IH) ; 6.92(d, 2H) ; 7. 19(d, 2H) ; 
7. 39(s, IH); 7.51(dd, IH) 

^^'C NMR(ppm) : 16.9; 118.3; 121.0; 127.8; 129.8; 130.5; 137.5; 142.5; 
145.4 

MTT^mm^-^^: ^96?L^, W4?L^— ^JLilPA^M^ lOOuL, iP 

i5^=iS5)g^p:^#Btrs]^^#^^<. ^;5^?wpa 5g/L 6^ MTT(3-(4, 5-=iwm-2-mm)-2, 

5-— ^S^ifcEl^) lOuL, 4ho #?LJPA DMSO lOOuL, ^feM^^M'^, lOmin 

&:^mm^^^WmiX(BlORAD550m)m STOnm^PeSOnmTOD^, ^T^lJ^S^; 
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#^¥= C(^^?L ODs7o~^^?L OB^ymm^ ODs^-XtmJL OD«o)] X 100% 

F35m^^itmj3aa<J^ClI$!j#^ tt; Pirfenidone HJM(S 1 ^0 S 2)o 

5 

10 (si)M^muim^m4o%ccum^mmmB^M, o.4mi/ioog, —mm^, mm 
4m)m=-^mm.mi^^^mitmMii%DMNm^'&.M> lomg/Kg, -mwi^, mms 
m)o 

(b)i^^«mO0fe, ^^lJ^liJlF351«W, ^IJ*^ 250mg/Kg, ^0-^, 

15 

(a)DMN^M: 

20 <o.ooi), ^^mMm^i>M^^B^skmumR^m.mmm)^ (^4^05) o 
mM^^Mmmm 6S3S 7)0 

^^5lt>l5lTaJi&if JEBJM<^r:!>, ii^ F351 X>j-|T^mif^WJlP^J'f^ffio Sjtb, F351 

30 (b)CCl4^M: 

^^4MI, ^M^l-HSif:^^ S4-S6^, M F351 fKjI^^^SBJM^^fe, 4":^ 

#J33cJ^il^;^^^titimfflBJSi^/h(4j^ P =0.001)0 SSI 9)« 

— 10— 
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10 R)o 

mmms. ¥35i m^m^mi&msf^mitmm^icms^BSEt^m^ 

ALT 7X¥ 27 + 5. 09.CCl4^M^l 52 + 17. 15>CL4 ^M^fl+ F351 45 + 17. 68; 

DMN^M^fl 74+18.25. DMN ^MII±F351 ^ 54±17. 25; P<0. 05) 10) o i^Ji 

^, F351 Rrw^i^fajfiL^t^tc^7X¥, esc#ffFJffi55tgo 

20 6 

*J#-^ F351 ^^^^^^ 



F351 


100-500mg 




2-4mg 




Img 




40-80mg 


mmmm 


l-5mg 




5-lOmg 




5-lOrag 



m 1000 ^)^m(m^iiD±)mmM, m-^Fssu mn^mmm^ so @ 
25 nim, m^. n^mz.mm^m> ^mm^, iJuAmmm^, i^ymm, m le-is 
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(b)ait^ 

F351 ■ 20-lOOmg 

m.it^ l-5mg 

^ilf^zK 10ml 

5 KMB'^mo w^^^mmo 



F351 50 200mg 

mZi^^]t^^M2 lOmg 

50 lOOmg 

%m 2 lOmg 

mmi}umn\F35i, %^mm, ^^^wci^^, nTtsonm, mj^mMj^is^mo 
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1. -^^iit^^m,^m^±^i^^^&'. 

6 

5 ® 

2. $PMJ^^1^^6<lik^^, ^•^'Ri^^^, MRgiJ^^So 

^.%mmi^^m^^m^^^m, -s-^Wi^.^a* 0.01-99% 

J^a. ItlRJ. ^^Jo 

(a) :&^5^^P^7X^^«±^Ma#^T, II 'tt.^i^^^ III 'HS'^i^^ 

20 160-200°CT-S;S, J^J^^Iait^^; 
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(H) 





U^-OCU^. -SCH3> -OCzHg^-SCzHg, X^C1^ Br^I; 



(b) )|#^ la it^^^ BBrs ^'If tt»J 4" , ^-IQ-C M 15°C MJSZ?^^5^ I it' 




+ BBr, 



(la) (I) 




0. 01-99wt%6<]l5#fM'^i^. 



— 14- 
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m 1 




0 50 100 200 250 300 35D 400 450 500 60a 
?HJs Cug/ml) . 
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